ATTEMPTED BLOCKING OF THE LSD REACTION WITH BAS 

These experiments were carr led out beca use 'l t Is 
known that BAS Is a powerful ant I-seroton In and the 
possibility existed that the LSD psychosis was due to 
an accentuation of the effects of serotonin within the 
central nervous system (LSD In low concentrat Ion potentiates 
rather than blocks the effects of serotonin In smooth muscle 
prepara t Ions I . 

The subjects used were 10 of the same 15 Negro male, 
former drug addicts who served In the experiments dealing 
with the acute effects of BAS. These patients received 
the following drug combinations In a randomized order 
(Latin square): BAS placebo plus LSD placebo; BAS plus 

LSD placebo; BAS placebo plus LSD; and BAS plus LSD. 

Doses of BAS were ISO mg. every six hours for four doses 
(total dose 600 mg.). The last dose was given two hours 
before LSD. LSD was administered orally In doses ranging 
between 0.5-1. 5 mcgm./kg. (average of I.I megm./kg.). The 
smaller doses were given to the men who were tested first 
since the possibility existed that BAS and LSD m Igh t 
synerglze. 



Methods . The methods used Included determination 
of pupillary size, threshold for knee jerk, resting 
systolic blood pressure, response to a modification of 
the Abramson-jarvlk que s t lonna I re , and evaluation of the 
cltnlcal grade of the LSD reaction based on short psychiatric 
exam! na t Ions • These methods and the means of statistical 
analysis employed have been previously described In other 
reports. 

The results are shown In the accompanying table. The 

only Important change noted was significant blocking of 
* 

LSD Induced elevation In blood pressure by the BAS. All 
other aspects of the reaction Including mental response, 
were unaffected. A number of patients withdrew from all 
experiments after these tests were completed, primarily 
because of long persistence of the unpleasant BAS effects. 

Discuss Ion. The results do not favor the hypothesis 
that LSD psychosis Is due to potentiation of serotonin 
effects within the central nervous system. They, however, 
do not exclude this possibility since we do hot know whether 
the symptoms caused by BAS are due to peripheral or to 
"central actions*' 
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ACUTE EFFECTS OF LARGE DOSES OF £01 IN MAN 



D.2-Brcm-l yserg Tc acid diethylamide IBOL) differs 
from LSD only In the presence of a bromine atom at carbon 


No. 2. This material Is a potent ant I-seroton In jin W_tro 


Roth I In e^ aj. have reported that the doses of BOL 20 times 
greater than those of LSD do not Induce a psychosis In man, 
Since, like LSD, BOL reverses prolongation of hexobarbltal 
sleeping-time by serotonin It must be presumed that the 
drug does reach the central nervous system. These experi- 
ment’s have been Interpreted as not favoring the hypothesis 
which attributes the LSD psychosis to inhibition of brain 


serotonin, by LSD. 

It occurred to us that, because of the chemical 
similarity of the two compounds BOL might possibly block 
the LSD reaction. It was first necessary to re-evaluate 
the acute effects of this substance in man. 

Subjects used were 15 Negro male addicts who had been 
abstinent from opiates for at least three months. All of 
these subjects had had considerable experience with the 

subjective effects induced by LSD. 

50 L was given orally. Initial doses were 5 mcgm./kg. 
of bodywetght, which was Increased In step-wise fashion, 
as the experiments proceeded to almost 90 mcgm./kg. The 
highest total dose given was 8 mg. 


£ b .?. grva * tons. The following observations were made 
two hours before and for one hour after the admin! atra t Ton 
of BOL: rectal temperature, resting pulse rate, 'respiratory 
rate, resting systolic and diastolic blood pressures, 
threshold for elicitation of kneejerk, pupillary size, 
modification of the Abramso n-Jar vt k quest lonna tre, and a 
short psychiatric examination* 

Doses of BOL up to 4 mg./70 kg. caused 
neither subjective nor objective effects. Doses of 4 mg. 
or more per 70 kg. of bodywelghf Induced mild effects, 
which are presented In the table. These Included small 
Increases In systolic blood pressure, diameter of the pupil, 
and In the threshold for kneejerks. The "mental” symptoms - 
Included nervousness, nausea, chilly sensations, blurred 
vision and. In some patients, colored lights and ha II uc I na t ion s 

r. 

Reactions are described as resembling those of a very small 
dose of LSD and were milder than the effects of 0. 5-1.5 megm. 
of LSD In the same subjects (s.ee table). It Is estimated 
that the effects are no greater In degree than those Induced 
by 0.25-0.5 megm./kg. of LSD. BOL Is, therefore, at least 
100-200 times less potent than LSD. It Is, In fact, far 
less potent than lysergic acid monoethy lamlde (LAE). 

Discuss Ion . These results confirm those of Rothlin 
and do not favor the hypothesis which attributes the LSD 
psychosis to a "def ic I ency" o f serotonin. 


EFFECTS OF 5-8 MG./70 KG. OF D-2-BR04-L YSERGIC AC ID DIETHYLAMIDE 


VSURE . 

i 

1 

DRUG 

PLACEBO 

BOL 1 

LSD 2 

te I I ar Reflex ^ 

4- 0.15 4- 0.12 

4- 0.68 4 0.2 j 

2.29 4 0.32 

o i 1 l a r y S i ze 

- 0.16 ± 0.18 

4-1.54 ± 0.33 

4.93 4 0.36 

stolic Blood Pressure 

4. 0.68 4. 0.2 

4- 0.95 4- 0.3 

2.69 4 0.3 

nber of Gue*stions 

2 4 1.2 

13 ± 4.7 

61 J- I 1 

i n 1 ca 1 Grade 

0 4.0 

0.6 4- 0.15 

•2.0 4 0.3 


Average dose of BQl = 6.0 mg./70 kg. = 86 meg. /kg. 

2 0.5 ro 1.5 meg. of LSD/kg. (Average = 1.1 meg. /kg.). 

3 Figures are means on 15 subjects standard errors. 























